




lACP COMMEN’I‘S to USP PlZOPOSED CHAPTER<797> PHARMACEU’l’LCAI, COMPOUNl~lN~;-S’I’I1;l~l1 ,K PHWARA’I-IONS 
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Some of&se comments inc4xporate the ronmen& of McGuff’ Cbnpo~~&~~g Phamacy. Dee Drxming of Prc~!hsionna! C’ompounding Centers of 
America and Analytical Rcscarch Laboratories also made significant contributions. LACP is thankful for their assistanec. 

Particulate Matter in injections Gk& 
should be limited to the fabehng requirements under Injections <I >, wh~cb should be 

ingredients.. . .particuiare matter 
Establishing safe limits and ranges for particulate matter is not practical should be 

0 munmlix 

allowing the bacterial growth. 
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Item 

fi 

9 

10 

13 

14 

I5 

16 

Section in propased 
chapter <797> 
REsPoNslBrLr1-Y OF 
COMPOUNDl&G 
PERSONNEL, #14 pg 501 
CSP RISK LEVELS. p pg 
502 

CSP RISK LEVELS, I&h- 
Risk Level 72 pg 504 
VALIDATION OF 
CO~P~~~D~G 
ACCCRACY AND 
STEKILzATI0N, $1 pg 
505 

VALIDATION OF 
CO~~D~G 
ACCUR*cy AND 
STERlLUATtON, 
Sterilization Methods 11 pg 
505 
VALIDATION OF 
CO~O~~l~G 
ACCURz&CY AND 
SlX?RlLIUTiQN, 
Sterilization Methods ,Y I ~1: 

CO~U~~~G’ 
AC&RACY AND 
ST~R~~~~IO~. 
Sterilization Me&ads 
subsection, STERLLIZAI‘ION 
BY FILTKATLON ‘@ p:: 506 
VALIDATION OF 
COMPO~BiNG 
ACCURACY AlZD 
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Current wording as proposed 
i4. Compounding procedures and 

manipulations are clearly separated 
from quality testmg and inspectton. 

In such cases, additional evidence must 
be obtained to ensure.. 

All non-sterile measuring, mixing, and 
purifying devices.. . 
. . .standard nonpathogenic bacterial 

culrurcs may bc added to 
nondispensible specimens of high- 
risk CSPS before terminal 
sterilization for subseouent 

1 

evaluation by sterility testing. 
The selected sterilization process should 
achieve a O.O#Ol% probabiiity. or no 
nxxe then me thence in one milhon 
opportumties, that . 

--~ 
I. Colloidal Quid dispersions, emulsions, 

solutions, and suspensiom that have 
been proven to remain.. , 

The filter dimensions and material shall 
pertmt the sterilization process to b& 
completed rapidly without replacement 
of the filter during the process. 

See comment 

Can~mll$ -- 
In commtmity pharmacy practtcc tius will often involve the same personnel. t‘he meanng 
of this language is unclear. 

What additional evidence’? Current text indicates that the pharmacist must perform stability 
testmg to cover the beyond-use date. Stability testing is beyond the scope ofpharmacy 
practice. Pharmacists can not obtainevidence for every drug in each set of indtvidual 
conditions. Pharmacists must USC professional judgment and use the beyond-use date 
guidanceas iangttaz must be deleted. 
This paragraph seems out ofplace. This paragraph IS confusln@nd serves no purpose in it: 
present location. 
Comments on this are provided later when this is described i;norc dctaii. 

What does this mean for the practicing pharmacists? Pharmacists have no way of 
determining if a sterillz+tlon process is capable of this specific probabihly. 

--- 
The terminology “have been proven” suggests that the pharmacy must perform product 
stabiltty testing before steam steriiti&on or as parf of sfenhzatlon program. This type of 
stability testing is beyond the scope of pharmucy practice. 

_ _.- . -_-__. _I --... -.--__-- 
Provided pro& aseptic technique is &pioyed, cban@g a tiller during the process would 
nat induce any greatertisk than the init% set-up. Restncfing the process to a single‘filter 1s 
not necessary or prude&. One can envision circumstances in which a pharmacist has a 
critical prescription and fhe fiitratmn process requires a litter change. 

Indicating the use of’“standard,” noit-pathogen& bacterial cuilures in a media fill is 
dangerous end may lead to cross contamination within the pharmacy. This 
recommendation should be removed from the chapter. 
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Sterdizat!atlon Methods 
subsection, ~TEIULIZLAI‘ION 
BY i%‘I‘RATION f/3&4 pg 

1 assume Ihc writer is 
test of ihe r2tcr. set-u 

COMFOU’JDING under conditions of duration, fluid ftow be tested for integrity. 

Providing infknation on how manufactured filters are tested is ircclevant to this chapter. 

COMl’O~NDLhG 
ACCURACY AND 
.S~KlLIzAI11TOh’, 
Sterilization Methods 
subsection, STEK1l.IZ?1‘llON 
BY fXlXKl-1ON $5 pg 507 

Is it recommende 

Again, the use of live bacteriat cuitur~s to be used in lhr pharmacy ia not a sound pracke. 

On addition, suggesting that one should use a swab from a human mouth or paim as an 
inoculum for the media used in a media fill is noi a valid cot~ral parameter. 1 f the Intent of 
this procedure were to “cJraiienge” the fihcr with five bacteria, it would be just as 
acceptable to run non-slerilc media through lhe filter. khydrdfcci commerctal tncdia 
prepared per the manufacturer’s instmetions will contain viable bacteria withm the culture. 

subsection, STEAM 
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‘Item Section in proposed 

x chapter -97, Current wording as proposed Comments 
Sterilkration Methods I 
subsection, %X4M Proper validation challenge ofstrcam stcrkattou process should he with bacterral spores 
STERILIZATION p pg 507 shown to process a minimum resistance to the process. Such mdicators could be prepared 

outside of the pharmacy and brought into the pharmacy sealed and ready for processmg to 
ciiminatc cross-contamination hazards. .-,- 

ee comment. Again, the use of live haeterial cultures to be used m the pharmacy IS not a sound practice. 
coMpoI.??m~G 
ACCXXACY AND On addition, suggesting that one should USC a swab from a human mouth or pahn as an 
STEKILIZ4TlON, inocuhun for the media used in a media fill is not a vahd control parameter. If the intent of 
Sterilization Methods this procedure were to “challenge” the filter with live bacteria, rt would be just as 
sub5eclion, SXAM acceptable to run non-sterile media through the fitter, Dehydrated commercial media 
STE~L~CAT~ON 73 pg 507 prepared per the manufacturer’s iils~lctions will canlain viable bacteria w~thm lhc cukurc. 

111 any case, conductmg a bubble point test on the filter would indicate whciher litter 

rsible evidence of 
11 should be promptly 

mot, I&skroltrrlenlai 
IX& subsection, 14 pg 

essay. IIVAC systems il~co~oratj[~~ 

--._~.I------_.-“1 ..-. 

iequirement iould have. Phatiacics may very welt be able to prcparc sterile products 
without the necessity ofan anteroom provided that validation, testmg, aad proper nsceptlc 

Procedures II 12 pg 5 15 with &stilled waler. The use of sponges in any ckan room euvtronment is not rccommcndcd. Sponges are 
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Section in proposed 
chapter cr797r 
EXV~RONMENTAL 
ycxuTY AND 
CONTROL, Suggested 
Standard Operating 
Procedures II 13 pg 5 15 
~NViRO~~~q.~ 
QUALITY AND 
CONTROL, Envimnmental 
Conttol and Monitoring 
Progmm; Testing Program 
ppg517 

- PROCESSING 11 pg 5 t g 

PRtXESSmG, 
componehh; NON-WiiRlLk 
COMYONENTS~~ pg 519 

--.--_---~.,-- 
PRCICESSWG? 
Coln~h~t~ts sub section, 
KON-STlil?X.E ~OMPONSNl 

RELEASECHECKSAND 
‘ESTS, Sterility Testing fll 
OR 521 

Chrrent wording as prupoved 
13. . . Before reuse, all internal surfaces 

are ganitized.. 

---- 
Subsequently. any sign&can1 change in 
the couuts obtained, either a single spike 
ot a gradual rise in the cfu count. would 
require investigation into the cause. 

The evaluation process includes a 
written test ofthe fundamental 
knowledge of aseptic techniques and the 
pteparation of sterile products, and 
~r~arn~ee..,~~nnci are tested a~ six 
month intervals to determine contmumg 
traming needs, and.. . 

. is opened, couditioas under which the 
container can be opened, specific 
devices required to withdraw the 
contents to prevent contamination of the 
remaining contents, proper starage of the 
container, use within a reasonable period 
of time (6 ot 12 months), and visual 
inspection upon removal and prior to 
use. The buik drug substauce may be 
Fcpackaged into smaller and properly 
sealed containers (e.g. using shrink 
seril)... ~~ __r_____ 
Because fmished CSPs ar\: not usuaiiy 
tested for pyrogens, non-sterile bulk 
drug... 

The sterility test, ~~~ciud~I~g fhe sampling 
scbemc, is conducted according to one 
of the USP methods (see sterility tests 
171,) 

Comments 
As written, tite item indicates thal titc entlrc surface of!he SCE !iuc!uding ee!!iugr, wa!!~, 
ceiimg grids) rnusl be sanitirkd. This is not always necessary. ~ctitngs and walls of an 
SCE that is unoccupied, even with the liEPA-filler blowers turned off. will remain clean 
provided the room is unopened and personnel do not cntet the room. 

---_ -._---. __ ._ ._ .- -..___.---I__- 
Quality control practices recognize that smglc splkcs above an mdrcated alert level 
generally should not mduce investigation. Such an occurrence is typically random and 
unpredictable. Investigating such occurrences is usually futile. 

Requiring wriitcn test especially every six months is unnecessary and overly restrictive. 
Having personnel conduct the media fill validation testing 15 far more relevant and telling. 

Creating such a log for every substance and cxcipieut 1s uureasonable and does not provide 
a.uy added assurance. Rather, an inventory control system/procedure should be created ill; 
ensures such materials are stored proP&y. used on a FIFO bases, and have a Pharmacy 
detcnnined expiraliw dale based upoa the pi~~~acist ~lowledge/exp~rtise. Rcqmring ail 
the other items listed in the current text is not appxopriateiy placed m a log. Opened 
containers of bulk drug substances are 1101 resealed using shrink setli or tamper evident seal 
in current pharmacy practice. 

-_cI_-._- 
This entire paragraph seems to conflict with s&ion “FINIS1 i8D PRODUL1’ RELEASE 
CHECKS .&6T&XS, Pyrogen testing sub tiection” as stated on pg. 52). which requires 
pyrogeIi testing. 

llniquc steriic externporancous preparations art: often prepared by pharmacists on an 
individual patient basis. A utuque formula may be used once for an individual patient. A I ..I . . unique formula may be used on a tew patients. Utten ttus may be a preservative-iiee 
in&lion used immediately foilowinc! prooaration. There must be some differentiation 

- 

- 
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Section in proposed 
chapter (7972 

USP COMMENTS 797.&c 

Current wording as proposed 

t;a& CSP ppd &on1 nu~~-sIG~~~~ 
drug components or excipieots, or from 
an in~~n~jat~ con~~~d~d from a 
rtonaterile component is tested for 
pyrogen or endotoxin according to the 
recommended methods (see Bacterial 
Endotoxks Test *5+. 

Comments 
betwecu lhis lype of small volume compoundmg and larger volume sterile product 
preparation far groups of patients. 
Requiring adherence to sterlltty testmg according to USP ~7 l> for every hrgh-risk C’SP 
leads us to believe the committee is either not litnufiar WII~ curren! pharm~y practice or IS 
not f;?miliar with the requxements of USP <71’. I his guidance must bc rcconbidcrcd and 
reworked. Among the problems: 

1. Hacteriostasis and fungistasis testing are mappropriatc for preservative free 
preparations. Xhis is generally beyond the scope of community pharmacy 
practice. 

2. The sainplmg provislons arc inapprupnate, a mimmum of4 vials of the 
preparation must be i&cd. III many ca$cs ttrc prescription is for an individual 
patient and eafls For less than 4 vials. 

At most? this chapter shoufd reference only the test procedures sections of USP ~17 1:’ which 
include membrane filtration method and direct transfer method. In addition m-house 
sterility testing kits am available md approprxate whetr used 111 cnn;unction with a 
scheduled independent testing program. 

Pharmacy that complies with the other rcquircments of proposed chapter ~797 > represent 
little risk ofactually prgaring a non-sterik compound. l’hc use of the sterility test is of 
such limited statistical significance as to be nearly worthless when applied to a properly 
controlled compoundit~~ operation. ‘f’kts is trot to say that the sterdity test should he 
eliminated, but rather to point out that the basis for ihe Tess is for d&cting gros\ 
co~ta~inatiol~ of the final products an&or gross faliure oi‘thc steriti;mGon process. Not for 
applying a statistically vaiid basis for product r&ease. 

Sterility testtig should be exempted for very snlalf batches given other requirements ofthc 
chapter are mot. For larger bat&m a sampI& protocol of296 of the articles should be 
s~f~~e~ for tcstiag, -,--1.- 
~~i~~~e~~~~c~x~~ mimxts ~rap~a~iuns are oFhen ~~~~a~~~ by pk~ac~~ta OR an 
jn~~d~tal ~atje~t basis. A uuiyue farm&d may be us& unce for an ~d~~~dn~ patienl. A 
unique formula may be used on a few patients. Often tfns may be a prcse~alt~e-~~ 
injection used immediately foilowing preparation. There must be some differentiation 
between this type of small volume compounding and larger volume stcnle product 
preparation for groups of patients. 
Requiring adherence to endotoxin testing according to USP <8Sl for every high-risk CSP 
leads us to believe the committee is either not familiar with current pharmacy practice or IS 
not familiar with the requirements of USP 45 >. This gutdauce must be reconsidered and 
reworked. Among the probiems: ~--.^- 



#AGP COMMIEN’I’S to USP PIIOPOSED CXWl’~W797> PkIARMACElJ’I’ICAL COMPOUNUINGS’I’EKILE PKEPAHA’I’IONS 

DRAFT-DO NOT ClRCUL,ATE 712312002 
Rem Section in proposed 

# chapter -?973 Currentwordingasproposed Comments 
I 

In some situations I( n~ay not be feasible lo do perform an endotouin study. ln borne 
situations it may not be feasible to obtain the results of the test bcforc it must be 
administered to the patrent. In addition It may only be ka&le IO use an in-house test which 
may provide appropriate assurance but may not comply with ihe CXI~~WC requirements of 

IACP would apprectate documentation that the committee has considered real-world 
scenarios m  which stcnlc products are admintstercd IO patgents and what types of‘cnd- 
product testing are approprtate given those scenarios. IACY would be willing to assist to 

II batchc3 of products given all other 
batches, a samphny protocol of2% of the 

consistent with the thcorcticai yield. 

measure, CSR not intended for prompt 
based on the chemical characteristics of’the specific drug product. 

situation occurs.. the actual stabiliiy of 
the product has to be determined.. 

Jitions reyuires an evaiuulion of the drug product and 
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$@ao in proposed T Item 
# 

39 

,” _- 

40 

chapter <797, 
BEYOND-USE DATlKG 

Currentwordingaspruposed 
If possible, pharmacists should obtain a 

Comments 

Dctennming Beyond Use 
Dates pg 524 

_-- 
BEYOND-USE RATING, 
Determming Beyond Use 
Dates Y2 pg 524 

STOIUGE AIGD 
BEYOND-USE DATING. 
Dctemlining Beyond-&c 
Dates !;3 pg 524 

STORAGE AND 
BEYOND-USE DATING, 
Debmining Beyond-Use 
Dates q3 pg 525 

PACKING 
TRANSlT 
PACIQNG 
TRANSIT 
pg 53g-532 
MAINTAlKiNG 

Ietler from I.&e mamrfacturer certlf>&ig 
the beyood-use dating period in cases 
where it differs from that m the package 
insert. ___- 
Beyond-use dating not speciticelly 
referenced in the package insert should 
not exceed 30 days. 

Beyond-use dates should be 
conservatively assigned, and where such 
dalirig is not established by the product- 
specific instrumeutal analysis, limited to 
30 days. 
Pharmacists should subsequently obtain 
a record of the specific basis used to 
establish the beyond-use date for each 
CSP that deviates from the approxred 
pa&age insert. 

The NICP should have written 

This is uot possible. Manufacturers ~111 not provtde this informatton and it is 
counterproductive to allocate a pharmactst’s time to attemptmg to gain tlus rnformatlon. 

i__.-_--- .-__ 
As written, the sentence is too rcstnctive. ‘l’he Intent of thts section is to provide guidance 
and recommendations to the pharmacists regardmg cstabhshin): beyond-use datmg. 
Prescriptions for alternative concentrations or variant formulations of drugs with 
comparative commercial counterparts fcongeucrs) can be reasonably assumed to remain 
stable for as long as the commercial product. Therefore. the pharmacist may chose to 
extend the beyond-use date to a time frame that is reasonable in order to allow the 
pharmacy to comply with the testing requirements in the chapter (e.g. sterility and 
endotoxin testing) while still maintaining a useful dating period for the product to cover an 
anticipated use period. If a limit must be imposed, then this limii should be 180 days. A 
180 day time f&me would be sufficient to cover al) elrcumslances the pharmacy may 
eRcatmler. 
See comment above. 

This requirement is unnecessary and generates lmnecded paperwork. 11 is not done m 
current pharmacy practice. 

There is extensive infoni~at~o~l on the role of NfCPs to dispense stcriie drug product5 it1 tire 
home use setting. Nowever, there is no inforln~tl(~~ on dispensing steriIe drug products to 
physician’s offices for physician administration. References to patient home should be 
Cxf‘Einded to in&de pby~~c~~~s office ot a separate sectthn should be added IO provide 
guidance to the physician aud staff in the storage and adIninistration of sterile drug 
fir0dlM. 

These sections need to be reassessed in their entirety as they are greatly flawed There are 
two sections for each “tram&” and “packing” for no apparent reason. Albeit great 
guidetines, thge newly deemed ‘requirements’ are well beyoud the scope of pharmacy 
practice. 

The requirement should be that the pharmacist shouid ensure that proper packagmg is used. 
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uem # 

46 

47 

48 

49 

so 

51 

Section in proposed 
chapter <797> 
PROm.JLT QUAL~IY 
AND COXTKCIL AFTEK 
n Hi CSP LEAVES THE 
PIIARMACY, Sterile 
Preparations For 
Institutional 1.k; Packing 
p, pg530 
PACKlNG 
‘114 pu 530 

PACKING 
‘I.5 pg 530 

TRANSlT 
114 PI5 53 1 

Current wording as proposed 
procedures that specify pa&q 
techniques, configurations, and matertals 
for groups af products with common 
storage 

The pattent should have written 
proeedares that specify the expected 
packing techniques, configurations and 
materiafs for rhe products obtained from 
an NICP. The procedures should.. 
The NICP should ensure that transit 
specifications and procedures are 
effective. 
Ilie carrier should be provided with a 
written statcntent of shipping 
requirements and the carrier should 
provide written assurance of capability 
and commitment to fulfilling these 
requirements before the carrier’s 
servitesareen a cd. 
Bath the NICP and thee receiving 
pharmacy in the health care facility 
should have effective systems for the 
routine evaluation of shipping 
performance. 

Requring written procedures for packaging for each class of drugs IS heyond the scope of 
phartxw y. 

The purpose ofthis must be explained. It IS unnecessary aud beyond the scope of this 
chapter and beyond the scope of phamlacy practice. Do manufactures comply with this at 
lbe patient Icvel? Why would this apply to pharmacy prcparcd producfs? 

The example cited here to comply wiih this standard is beyond the scope of pharmacy 
practice. 

This is beyond the capabi-lilies ofthc pharmacist. in ~na~luf~~ctt~r~l~ &G significant 
income for the carrier is at stake, the carrlcr may bc willing to provtdc such written 
assurance. It is doubtful that they will provide it for a small cotnmuruty pharmacy Such 
documentations is beyond the scope of pharmacy practice, 

This may be feasible for health system pharmacy but it is beyond the scope ofcommunity 
pharmacy practice. 

_-_--...__I -. 
This sec!ioa should take info accowi lhe slerife drug p.i, 1 “( UC14 lilai ;iiz: StOiCd ill ilie 

Ensuring’the patient has a temperature measurement d&cc IS ofieu tz appropriate 
especially for short-tem~use. 
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Item 

# 

52 

section In proposed 
chapter q97~ 
OUI-COME MONlTCRlNCi 
PIS 533 

Current wording as prupwed 
The pharmacy is responsible for 
develop@ a patient monitoring plan, 
which inkludes written outcome 
mectsures and systems for routine patient 
assessment. The ouicome monitoring 
system should provide mfvmtation 
suitable for the evaluation of the quality 
of patient care.. .cxamples of assessment 
parameters include infection rates, 
rehospitalization rates, incidence of 
AIRS, catheter comphcations, and other 
variables.. . 

Comnlents 
This may be appropriate for home heahh care or health system pharmacy, but II 1s not 
applicable to community pharmacy practice. 
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